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Dear Sir: 

We, Mary Gerritsen, Fuad Mehraban and Luca Rastelli declare and state: 

1 . We are co-inventors of the subject matter of the above-identified application. 

2. We understand that the Examiner has cited Olsen et al. (U.S. Publication No. 
20020042372A1) which claims priority to a provisional application U.S. Serial No. 60/161,740 with a 
filing date of October 27, 1 999. 

3. We state that before October 27, 1999, we invented the subject matter described and 
claimed in the patent application Serial No. 09/703,350, filed October 31, 2000. 

4. We understand that the claims of the patent application identified above are directed to 
methods of inhibiting angiogenesis in a mammal comprising administering to the mammal an effective 
amount of an antibody or antigen binding fragment that specifically binds to a polypeptide that comprises 
an amino acid sequence of SEQ ID NO:76 or an immunogenic fragment of a polypeptide comprising an 
amino acid sequence of SEQ ED NO: 76. 

5. Exhibit A describes that we understood that stanniocalcin was highly induced in human 
umbilical cord endothelial cells (HUVECs) and that its expression was blocked by a peroxisome 
proliferator -activated receptor y (PPARy) ligand, 15dPGJ 2 . The PPARy ligand, 1 5dPGJ 2 , also inhibits 
tube formation. We further understood that stanniocalcin plays a role in either endothelial cell growth 



and/or differentiation and/or in angiogenesis and angiogenic disorders. (Exhibit Al) Experiments carried 
out by Ms. Jeanne Kahn under the direction and control of Mary Gerritsen are shown in Exhibits A2, A3, 
A4, and A5. HUVECs were cultured either on collagen gels (Group I) or collagen films (Group II). The 
mRNA was isolated from HUVECs from each Group at 30 minutes, 2 hours, 4 hours, 8 hours, 16 hours, 
24 hours, 38 hours, and 46.5 hours. (Exhibit A2) mRNA encoding stanniocalcin precursor was 
quantitated using TaqMan PGR. (Exhibit A3) mRNA encoding stanniocalcin precursor was increased as 
time of culture of HUVECs on collagen gels increased as compared to culture of HUVECs on collagen 
film. (Exhibit A3, A4 and A5) Culturing HUVECs on collagen gel, but not collagen film, leads to 
endothelial tube formation and is a model system for angiogenesis. The upregulation of mRNA encoding 
stanniocalcin precursor correlates with the endothelial tube cell formation of HUVECs cultured on 
collagen gels. The information provided in Exhibit A was obtained before October 27, 1999. 

6. The evidence in Exhibit A shows that mRNA encoding a stanniocalcin precursor was 
isolated and was shown to be upregulated in HUVEC cells grown in collagen gels, which cells are known 
to be a model system for angiogenesis. The evidence in Exhibit A indicates that we invented the subject 
matter of the patent application identified above before October 27, 1999. 

7. We further declare all statements made herein of our own knowledge are true and that all 
statements made on information and belief are believed to be true and further that these statements are 
made with the knowledge that willful false statements and the like are punishable by fine or imprisonment 
or both under section 1001 of Title 18 of the United States Code and that such willful false statements 
may jeopardize the validity of this application or any patent issuing therefrom. 
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